Background: The adoption of quadrivalent influenza vaccine (QIV) to replace trivalent influenza vaccine (TIV) in immunization programs is growing worldwide, thus helping to address the problem of influenza B lineage mismatch. However, the price per dose of QIV is higher than that of TIV. In such circumstances, cost-effectiveness analyses provide important and relevant information to inform national health recommendations and implementation decisions. This analysis assessed potential vaccine impacts and cost-effectiveness of a country-wide switch from TIV to QIV, in Canada and the UK, from a third-party payer perspective. Methods: An age-stratified, dynamic four-strain transmission model which incorporates strain interaction, transmissionrate seasonality and age-specific mixing in the population was used. Model input data were obtained from published literature and online databases. In Canada, we evaluated a switch from TIV to QIV in the entire population. For the UK, we considered two strategies: Children aged 2-17 years who receive the live-attenuated influenza vaccine (LAIV) switch to the quadrivalent formulation (QLAIV), while individuals aged > 18 years switch from TIV to QIV. Two different vaccination uptake scenarios in children (UK1 and UK2, which differ in the vaccine uptake level) were considered. Health and cost outcomes for both vaccination strategies, and the cost-effectiveness of switching from TIV/LAIV to QIV/ QLAIV, were estimated from the payer perspective. For Canada and the UK, cost and outcomes were discounted using 5 % and 3.5 % per year, respectively. Results: Overall, in an average influenza season, our model predicts that a nationwide switch from TIV to QIV would prevent 4.6 % influenza cases, 4.9 % general practitioner (GP) visits, 5.7 % each of emergency room (ER) visits and hospitalizations, and 6.8 % deaths in Canada. In the UK (UK1/UK2), implementing QIV would prevent 1.4 %/1.8 % of influenza cases, 1.6 %/2.0 % each of GP and ER visits, 1.5 %/1.9 % of hospitalizations and 4.3 %/4.9 % of deaths. Discounted incremental cost-utility ratios of $7,961 and £7,989/£7,234 per quality-adjusted life-year (QALY) gained are estimated for Canada and the UK (UK1/UK2), both of which are well within their respective cost-effectiveness threshold values. Conclusions: Switching from TIV to QIV is expected to be a cost-effective strategy to further reduce the burden of influenza in both countries.
Background
Influenza A and B viruses are notable respiratory pathogens and remain an important cause of public health concern worldwide [1, 2] , with annual influenza attack rates ranging from 5-10 % in adults to 20-30 % in children [1] . While the influenza B virus has often been regarded to be milder than influenza A, several studies have reported that they both cause disease of similar severity, symptoms and rates of influenza-related complications [3] [4] [5] [6] . Influenza A and B both cause annual epidemics in individuals of all ages, with B accounting for about a quarter of cases on average, although the proportion can vary substantially from season to season, from less than 1 % to over 50 % [2] .
Efficacious and safe influenza vaccines remain the cornerstone of influenza prevention worldwide. Until the 2012-2013 influenza season, only trivalent influenza vaccines were in use, containing two influenza A strains (A/H1N1 and A/H3N2) and only one of the two influenza B lineages, B/Victoria and B/Yamagata. As influenza viruses undergo frequent changes in their surface antigens, the composition of influenza vaccines is changed annually to match the circulating virus subtype expected for the next influenza season, based on the recommendations of the World Health Organization (WHO) [1, 7] . Because there is limited cross-protection between the two influenza B lineages [8, 9] , the effectiveness of each season's trivalent vaccine against influenza B depends on correct prediction of the circulating B lineage [10] . With co-circulation of both influenza B lineages in the last decade [2, 7, 8, 10, 11] , this has proven to be challenging; worldwide, the chosen B lineage has been mismatched to the dominant circulating lineage in about half of the seasons. As of the 2013-2014 season, the availability of quadrivalent influenza vaccines, containing both B lineages each season, has offered the potential of improved protection. Indeed, vaccination with quadrivalent vaccine has shown improved immunogenicity, compared with TIV, in children, adults and elderly people [12] [13] [14] [15] .
Traditionally, annual seasonal influenza vaccination has been targeted to people classified as being at highrisk, particularly the elderly, but in recent years, with increasing evidence in favor of universal vaccination [16] , vaccination recommendations have been expanded to target larger numbers and diverse population subgroups. Only some countries now recommend universal influenza immunization. In Canada, publicly-funded universal influenza immunization programs exist in all provinces except British Columbia, Quebec and New Brunswick [17] . The United Kingdom (UK) has until recently had a targeted influenza immunization program with publicly-funded immunization only for people aged 65 years and over, plus the clinical at-risk population.
However, beginning with the 2013-2014 season, rollout of a phased extension of the immunization program to healthy children has commenced [18, 19] .
Cost-effectiveness analyses are widely used and accepted to explore and understand the impact of different strategies and interventions in diverse settings. Recently performed cost-effectiveness studies using static cohort models show that switching from TIV to quadrivalent influenza vaccine (QIV) in universal programs is a costeffective strategy [20] [21] [22] [23] . Static models cannot however fully model the impact of plausible herd effects which are known to be afforded by vaccination [22, 24] . Moreover, the variability of model outcomes that is attributable to age-specific disease transmission parameters crucial in understanding infectious diseases has not been considered [21] . Dynamic transmission models are the preferred choice when analyzing influenza [25] . The aim of this modeling study using an age-stratified dynamic transmission disease model was to assess the public health and economic impact of a nationwide switch from TIV to QIV, in Canada and the UK, from the perspective of the healthcare provider (third party payer).
Methods

Model overview
We used a previously published compartmental (Susceptible-Infected-Recovered-Vaccinated) dynamic transmission model capturing the pairwise interactions of two influenza A strains, A/H1N1 and A/H3N2, and two influenza B lineages, B/Yamagata and B/Victoria [26] . Interactions between the strains were assumed to occur via both natural and vaccine-conferred partial crossreactive immunity. We assumed that influenza A to B cross-protection is negligible, and modeled only pairwise cross-protection between the two A strains, and between the two B lineages, respectively. The overall structure is thus of a pair of essentially independent two-strain models. Age-dependent contact patterns were specified using a contact matrix [27, 28] to calculate the force of infection. This model was run over a 10-year time horizon, following a 30-year burn-in period. A detailed description of model structure, assumptions and calibration methodology are given in [26] The model's structure makes it capable of reproducing the key transmission dynamics of seasonal influenza, specifically herd immunity, strain interaction, waning immunity and dependence on population contact patterns. A small background contribution to the force of infection (corresponding to case importation) varies randomly from season to season, (separately for influenza A and B), thus rendering individual simulations stochastic. Model parameters were fit using an approximately Bayesian computation (ABC) parameter fitting scheme [29] , similar to those used previously for fitting human papillomavirus models [30, 31] . The model was calibrated using, as fitting targets, the United States of America (US) unvaccinated (natural) influenza attack rates and year-to-year relative amount of influenza A compared to influenza B [21, 32] . Calibrating on only the unvaccinated population removes direct dependence of the attack rate on the efficacy and uptake of influenza vaccine in the population, though it is still coupling through herd immunity; for this reason the season-byseason vaccine uptake in the US population was also included in the calibration. Further details of the calibration process are given in [26] . The resultant posterior distribution of sets of influenza natural history parameters was then applied to the populations of two countries considered in this analyses -Canada and the UK. The detailed methodology of the calibration of this model is described in Thommes et al. [26] .
Model input data and assumptions
Baseline demographic, cost, utility and vaccine-related input parameters for the dynamic transmission model were obtained from locally available databases and published literature, details of which are described below (for details see Additional file 1).
Intervention strategy
In Canada, where TIV is predominantly used in provincial or territorial public programs, we evaluated a full switch from TIV to QIV in individuals of all age groups, at the current nationwide vaccine uptake level (2014). To capture current recommendations and practice in the UK [18, 19] , we evaluated two strategies: Children aged 2-17 years who receive the live-attenuated influenza vaccine (LAIV), while individuals of ages 18 and above receive TIV. In this analysis, the latter age group undergoes a switch from TIV to QIV and children aged 2-17 years undergo an analogous switch from the trivalent formulation of LAIV to the quadrivalent formulation of LAIV (QLAIV). Given that the pediatric vaccination program in the UK is currently in its rollout phase, two different vaccination uptake scenarios in children (denoted UK1 and UK2) were evaluated.
Demographics
Demographic data, including birth and all-cause mortality rates for Canada were based on the year 2012 and were obtained from the Statistics Canada's CANSIM online database [33] . For the UK, demographic data, birth and all-cause mortality rates were obtained from the Office of National Statistics (data based on mid-2010 population estimates) [34] . Age-dependent contact patterns specific to Canada are unavailable and hence data from the US were used [35] . For the UK, the relevant contact matrix from Mossong et al. (physical and non-physical contacts) was used [36] . The UK matrix is in terms of number of daily contacts, whereas the US matrix is in terms of daily minutes of contact; since the natural history parameter calibration was performed using the US matrix, the UK matrix had to be converted. We did this assuming a linear relationship between daily minutes and the number of contacts, with the scaling factor chosen to yield the same dominant eigenvalue for UK matrix as for the US.
Outcome probabilities
Four outcomes of symptomatic influenza were considered in this analysis -general practitioner (GP) visit, emergency room (ER) visit, hospitalization and death. In the absence of available Canada-specific outcomes probabilities, the US-derived values of Molinari et al. [37] for GP visits, hospitalization and death were used. Probability of an ER visit was derived from the probability of hospitalization using a fixed ratio between the two quantities [24] . For the UK, these outcome probabilities were obtained from Turner et al. [32] (GP visit), Tappenden et al. [38] (ER visit and hospitalization) and Meier et al. [39] (death) (Additional file 1, see Table 1 .1, 1.2).
Utilities
Age-specific life-expectancy was obtained from the Life Tables and Interim Life Tables for Canada [ 40, 41] and the UK [42] , respectively. Baseline utilities for Canada and the UK were obtained from Mittmann et al. [43] and Tappenden et al. [38] , respectively (Additional file 1, see Table 1 .3). For Canada, quality-adjusted life-year (QALY) loss per uncomplicated case and medicallyattended influenza case were obtained from Tarride et al. [24] and Sander et al. [44] , respectively. For the UK, these quantities were obtained from Tappenden et al. [38] (Additional file 1, see Table 1 .4).
Vaccine uptake
Vaccine uptake rates for Canada in children aged 6-23 months and 2-11 years were obtained from Moran et al. [45] and for individuals aged ≥12 years from Statistics Canada's CANSIM online database [33] (Additional file 1, see Table 1 .5). For the UK, individuals, clinically atrisk (ages 18-64 years and 65+ years) are vaccinated and a universal childhood vaccination program for children of ages 2-17 years is being phased in as of 2013. Given the ongoing changes in child vaccine uptake, we thus considered two scenarios (UK1 and UK2) which differ only in the vaccine uptake in children 2-17 years of age (Additional file 1, see Table 1 .6).
Vaccine efficacy and adverse events
Vaccine efficacy against influenza A was assumed to be identical for both TIV and QIV. The average efficacy of TIV against influenza A was estimated from three Cochrane reviews in healthy children [46] adults [47] and elderly individuals [48] . This is also supported on the basis of non-inferiority data of QIV and TIV from a vaccine effectiveness study comparing both vaccines [49] . TIV efficacy against influenza B for both a lineage match and mismatch was obtained from a meta-analysis of clinical trials [8] . QIV efficacy against both lineages of influenza B was assumed to always be that of TIV against the matched B lineage. Due to limitations in LAIV influenza B match-mismatch efficacy data in children of ages 3 and above [8] , identical efficacies were used for matched LAIV, mismatched LAIV and QLAIV for ages 3-17 years (Additional file 1, see Table 1 .7, 1.8). Vaccine-conferred protection against both influenza A and B was assumed to last only one year on average [50] .
Data from clinical trials show that QIV and TIV have similar safety profiles [13, 15, 49] . Moreover, with both vaccines the occurrence of adverse events was low, and when present transient in nature [38] . Thus we excluded this parameter in the model.
Costs associated with resource use
All costs are reported in the national currencies of the two countries, i.e. the Canadian dollar ($) and Great British Pound (£). The reference year for costs was 2013. For Canada, when costs were unavailable for 2013, they were inflation-adjusted to 2013 using the Canadian Consumer Price Index [33] . In this analysis we considered the payer perspective and therefore only direct medical costs were included. Costs per GP and ER visit for Canada were obtained from Tarride et al. [24] For cost per hospitalization, data from the Canadian Institute for Health Information (CIHI) Patient Cost Estimator tool was used [51] . UK cost data was obtained using multiple sources, analogous to Van Bellinghen et al. [22] (Additional file 1, see Table 1 .9).
Vaccination costs
For Canada, the blended price of TIV was estimated as an average from published sources at $6.18 per dose [24, 44, 52] . For the UK, the price of TIV was calculated as a weighted average of all TIV available on the UK market and estimated at £6.39 per dose [53] . For QIV in the UK, the list price of £9.94 per dose was used [54] . This constitutes a TIV-QIV price difference of a factor of~1.56; a hypothetical QIV price for Canada of $9.61 per dose was derived assuming the same relative price difference. Finally, for LAIV and QLAIV, modeled only in the UK scenarios, the list price of £14.00 per dose was used [54] . For Canada, cost of vaccine administration is taken to be at $3.78 [44] . In the UK, vaccination was assumed to take place as part of a regular GP visit, and thus to incur no additional vaccine administration cost (Additional file 1, see Table 1 .9).
Analyses
Base case analyses
Health and cost outcome measures resulting from the two vaccination strategies (QIV and TIV) and the difference between QIV and TIV are estimated. For Canada, calculations were performed using a discount rate of 5 % per year for monetary and utility costs as well as outcomes [55] . In the case of the UK, a discount rate of 3.5 % per year was applied to costs and outcomes [56] (see Additional file 1, Table 1 .10). To determine the cost-effectiveness of implementing a switch from TIV to QIV, the incremental cost-utility ratio (ICUR) was calculated from the third party payer perspective. Costeffectiveness thresholds of $40,000-50,000 per QALY gained [44] and £20,000 per QALY gained [57] were assumed for Canada and the UK, respectively.
To simulate the impact of a switch from TIV to QIV in Canada and the UK, we performed for each country a set of 1,000 pairs of simulations with the influenza natural history input parameters for each pair drawn from the aforementioned posterior parameter sets. Each pair consists of one simulation in which a switch from TIV to QIV occurs in the 2014-2015 season (the intervention), and another in which the use of TIV is continued (the comparator). For each simulation, results were recorded from the beginning of the 2014-2015 season to the end of the 2023-2024 season, i.e. over ten seasons. Seasonal averages of influenza infections were estimated for this time period.
Deterministic sensitivity analyses
In each scenario evaluated, the distributions of outcomes produced by our ensemble of 1,000 simulation pairs reflects both our uncertainty about the true natural history parameters of influenza, and the stochastic nature of the individual simulations. In other words, our ensemble of simulations constitutes a probabilistic sensitivity analysis (PSA) on natural history parameters of influenza as well as on the variability of influenza seasons.
We also performed a combination of univariate and multivariate sensitivity analyses to investigate the sensitivity of the model outcome, specifically, of the point estimate of cost per QALY gained (i.e. the ICUR) estimated by the model. Different parameters were varied: 
Results
Base case analyses Health outcomes
Overall, in an average influenza season, our model predicts that a nationwide switch from TIV to QIV would prevent in Canada, 4.6 % (n = 135,538) of influenza cases, 4.9 % (n = 52,200) GP visits, 5.7 % (n = 3,395) ER visits, 5.7 % (n = 1,876) hospitalizations and 6.8 % (n = 328) deaths (Table 1 ). In the UK1 scenario (i.e. vaccine uptake among children as of 2013), a switch from TIV to QIV is expected to prevent 1.4 % (n = 88,755) influenza cases, 1.6 % (n = 22,917) GP visits, 1.6 % (n = 709) ER visits, 1.5 % (n = 1,050) hospitalizations and 4.3 % (n = 230) deaths. In the UK2 scenario (higher than UK1; projected target vaccine uptake among children in the future), switching from the trivalent to the quadrivalent formulation is expected to have a slightly higher impact than that observed with the UK1 scenario. Under the assumptions of the UK2 scenario, the model predicts that a switch from the trivalent to the quadrivalent formulation would prevent 1.8 % (n = 97,787) influenza cases, 2.0 % (n = 25,028) GP visits, 2.0 % (n = 774) ER visits, 1.9 % (n = 1,154) hospitalizations and 4.9 % (n = 234) deaths (Table 2) . Outcomes results are also reported in age-stratified form for age groups 0-4, 5-19, 20-49, 50-64, 65-74, 75-84 and 85-99 years; see Additional file 2, Additional file 3. This presentation provides additional insight. For example, in Canada the percentage of deaths prevented across all ages is higher than that of cases prevented, and in the UK the difference is even more pronounced. Now the case fatality ratio for influenza i.e. probability Fig. 1 Comparison of a typical TIV-QIV pair of model simulations (example of Canada). Note: The seventh and tenth influenza B peaks are actually slightly higher with QIV than with TIV. This is because the model is stochastic; TIV and QIV versions diverge so there is no real 1:1 correspondence between seasons after the first season in which QIV is introduced; Since TIV and QIV have identical efficacy against influenza A, the evolution of influenza A incidence with the TIV and QIV is identical between the pair of simulations of death due to influenza rises sharply in individuals of ages above 65 years in both countries (Additional file 1, Table 1.1 and Table 1 .2), thus the percentage of overall deaths prevented depends most strongly on the percentage of cases prevented in the elderly. Indeed, in both Canada and the UK scenarios, the percentage of cases prevented increases with age similar to vaccine uptake. This features more strongly in the UK where healthy individuals aged 18-64 years are not part of the public vaccination program. A typical example of one pair of Canadian simulations, showing the impact of switching from TIV to QIV, is shown in Fig. 1 . The distribution of model results for mean outcomes per season across all age groups with TIV, QIV and the difference between the two interventions per simulation pair, for Canada and the UK (1,000 model results each), are shown in Fig. 2 .
Cost-effectiveness analysis
In Canada, discounting at 5 %, a switch from TIV to QIV would result in costs of $224, $588, $9,407, $17,206 and $10,1215 per influenza case, GP visit, ER visit, hospitalization and death averted, respectively. Costs per QALY and life-year (LY) gained were estimated as $7,961 (95 % CI: $3,080-$16,320) and $11,211 (95 % CI: $4,181-$23,815), respectively (Table 3) .
For the UK (scenarios UK1/UK2), discounting at 3.5 %, a switch from TIV to QIV would result in costs of £282/£250, £1,100/£979, £35,568/£31,641, £23,929/ £21,207, and £117,428/£110,496 per influenza case, GP visit, ER visit, hospitalization and death averted, respectively. Discounted costs per QALY and LY gained were estimated at £7,989 (95 % CI: 3,132-16,318)/£7,324 (95 % CI: 2,937-14,044) and £11,081 (95 % CI: 4,135-23,186)/£10,364 (95 % CI: 4,029-20,588), respectively ( Table 4) .
The model results for the ICUR are presented as a cost-effectiveness acceptability curve, which shows, as a function of the adopted cost-effectiveness threshold, the probability that a switch from TIV to QIV would be cost-effective. For Canada, considering a threshold of $40,000-50,000 per QALY gained [44] , a switch from TIV to QIV is predicted to have a 100 % probability of cost-effectiveness. For the UK, considering a threshold of £20,000 per QALY gained [57] , the model predicts a probability of cost-effectiveness greater than 99 % (Fig. 3 ).
Deterministic sensitivity analyses
Deterministic sensitivity analyses for both the countries indicate that among the model parameters varied, the modelled ICUR is most sensitive to the chosen range of QIV price per dose, outcome probabilities (varied simultaneously), to whether QALY loss due to non-fatal influenza is taken into account, and to a hypothetical extreme case scenario in which breakthrough infections never result in a GP visit, ER visit, hospitalization or death, regardless of the type of vaccine used. For Canada, the ICUR varies from a minimum of $5,000 per QALY (lower QIV price) to a maximum of $12,600 per QALY (higher QIV price), while for the UK it varies from a minimum of £4,000 per QALY (high values for all outcomes rates) to a maximum of £14,200 per QALY (QALY loss due to non-fatal influenza neglected) (Fig. 4) .
Comparison to the accepted cost-effectiveness thresholds of $40,000-$50,000 per QALY gained and £20,000 per QALY gained in Canada and the UK respectively, suggests a high likelihood of cost-effectiveness in both countries, especially Canada, notwithstanding uncertainty in rates of outcomes and costs. 
Discussion
This analysis aimed to assess the potential impact of switching from TIV to QIV over ten seasons in Canada and the UK. The dynamic transmission model in this analysis provides a detailed, age-and strain or lineagestratified representation of influenza dynamics, calibrated to surveillance data. The model estimates that implementing a switch from TIV to QIV in both Canada and the UK would result in moderate reductions in the number of influenza cases and influenza-associated outcomes (GP and ER visits, hospitalizations and deaths). Though both countries have broadly similar demographic characteristics, we observed a significantly greater relative impact from the switch in Canada compared to the UK. The difference stems principally from vaccine uptake: While most Canadian provinces have universal influenza immunization programs (free vaccination for ages 6 months and above), the targeted vaccination program in the UK, although currently expanding to cover children, still leaves healthy adults aged 18-64 uncovered, resulting in significantly lower uptake in that age group as compared to Canada [33, 45] . Despite a net increase in payer cost associated with the switch from TIV to QIV at the assumed QIV prices, the use of QIV is projected to be highly cost-effective in both countries, with an ICUR point estimate of $7,961, £7,989 and £7,324 per QALY gained in Canada and in the two UK scenarios, respectively, far below each country's cost-effectiveness threshold. This conclusion is shown to be robust against uncertainty in the natural history parameters of influenza (as expressed in the cost-effectiveness acceptability curves, Fig. 4 ) in both settings, albeit more strongly so in Canada. Separate deterministic sensitivity analysis suggests it is also robust against uncertainty in costs and outcomes rates, again specifically in Canada.
A switch from TIV to QIV may carry additional benefits beyond those modeled here. Even though we have conservatively assumed that all vaccinated immunity only lasts one year on average, the slower antigenic drift of influenza B may result in some carry-over of influenza B protection to subsequent seasons, thus further increasing the benefit of QIV relative to TIV [2] . Also, since vaccination with QIV is expected to result in fewer mismatched seasonal vaccine campaigns, its adoption may result in improved public perception of influenza vaccination, in turn translating into higher vaccine uptake [2] .
Only a handful of studies have so far modeled the impact of switching from TIV to QIV on a country scale, in the US [18, 19] and the UK [20, 21, 23] . These studies have reported broadly similar findings to ours, of costeffectiveness across a broad range of QIV prices. However to our knowledge, there are thus far no published TIV-QIV studies utilizing a dynamic model, and none at all for Canada. Canadian studies of a different influenza vaccine intervention do exist as a basis for comparison, namely the transition in 2000 of the province of Ontario from targeted to universal immunization. A health economic study by Sander et al. [44] , utilizing the results of an ecological study by Kwong et al. [58] (which served as a test case for the model we use here [26] ), estimated the cost-effectiveness of Ontario's transition at $12,154 per QALY gained. Our work here thus suggests that the cost-effectiveness of a TIV-QIV switch is comparable to that of a targeted-universal switch.
Our model was chosen for its ability to reproduce key elements of influenza dynamics: herd immunity, waning immunity, seasonality, age-specific contact patterns, and, critically for the problem studied here, the interplay of multiple influenza strains and influenza B lineages. However, like any model, it had limitations. Stratification of the population was only by age; healthy and at-risk parts of the population were not separately tracked. As described in [26] , calibration of the natural history parameters of influenza was performed using the US as a setting, thus making the assumption that these differ negligibly between the US, Canada and the UK. It should be emphasized that the distribution of outcomes obtained through the calibration procedure (effectively a probabilistic sensitivity analysis on influenza natural history parameters) does not encapsulate uncertainty about the comparability of US to Canadian and UK influenza natural history. Due to the absence of Canadian data, US outcomes probabilities were used for Canada. Limitations in available LAIV influenza B match/mismatch efficacy data caused the LAIV and QLAIV modelled in the UK scenarios differ little in efficacy. Finally, we did not consider adverse events due to vaccination in this analysis. But given that both vaccines have similar safety profiles, this assumption is justified as it would not impact the model result.
Conclusions
Our findings predict that a switch from TIV to QIV is a highly cost-effective intervention to reduce the burden of influenza in both Canada and the UK, and thus suggest such a switch as a public health policy priority in both settings. Competing interests ET, AI, and GM are employed by the GSK group of companies. AI and GM hold stock or stock options or restricted shares in the GSK group of companies. AC was employed by the GSK group of companies at the time of the study and is currently employed by Sanofi Pasteur. CTB received funding from the GSK group of companies to complete the work disclosed in this manuscript.
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